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Response to Amendment 

1. The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

2. Claims 1-17, 19-21, 29, 30, and 33-44, and 46 are rejected under 35 U.S.C. 112, first 
paragraph, as based on a disclosure which is not enabling. Secondary screens or prescreens 
as briefly mentioned on page 35, lines 10-18 of the specification are critical or essential to the 
practice of the invention, but not included in the claim(s) is not enabled by the disclosure. See 
In re Mayhew, 527 F.2d 1229, 188 USPQ 356 (CCPA 1976). The instant specification 
discloses that "in certain embodiments, effector agents can be assayed to identify allosteric 
effectors of APP. Identification of allosteric effectors can be performed as a secondary screen 
on agents that have been identified as effectors of APP processing. Alternatively, compound 
libraries or peptide expression libraries can be prescreened to identify agents that bind to a 
potential allosteric site on APP. The identification of allosteric effectors can be done directly 
using the cell based assay followed by identifying those agents that bind to APP and 
measuring any change in the structure of APP by known methods. In the method comprising a 
prescreening step, the system is predisposed to the identification of APP allosteric effectors." 
The disclosure teaches that the claimed methods ("the cell based assay") are not enabled by 
and of themselves for identifying allosteric effectors without resorting to other critical and 
essential method steps, such as "measuring any change in the structure of APP" which is not 
taught by the specification or recited as critical and essential claim limitations. Put another 
way, the methods recited in the instant claims cannot discern between an allosteric effector of 
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APP and any other effector of APP because the claims lack critical and essential method steps 
for identifying allosteric effectors in comparison with other types of effectors. 

3. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

4. Claims 1-17, 19-21, 29, 30, and 33-44, and 46 are rejected under 35 U.S.C. 112, 
second paragraph, as being indefinite for failing to particularly point out and distinctly 
claim the subject matter which applicant regards as the invention. The metes and 
bounds of the claims are indefinite because no positive method steps are recited for the 
process of "and, identifying the agent that is an allosteric effector of APP." This final 
clause of the claims is also not in agreement with the preamble, which reads "a method 
for identifying an agent that alters processing of 3-amyloid precursor protein (APP) 
comprising..." (no mention of identifying an allosteric effector in the preamble). 

5. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form 
the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

(e) the invention was described in (1) an application for patent, published under section 122(b), by another filed 
in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 
patent by another filed in the United States before the invention by the applicant for patent, except that an 
international application filed under the treaty defined in section 351(a) shall have the effects for purposes of 
this subsection of an application filed in the United States only if the international application designated the 
United States and was published under Article 21(2) of such treaty in the English language. 

6. Claims 1-2, 8-15, and 42-43, are rejected under 35 U.S.C. 102(b) as being anticipated 
by Mucke et al. (US 6,175,057 B1; IDS reference AD (filed 9/25/07); "Mucke") for reasons of 
record and the following. Mucke discloses methods using transgenic animals or cells derived 
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therefrom to identify candidate agents that modulate phenomena associated with Alzheimer's 
disease (AD) such as amyloid deposition (which results inherently from the processing of 
amyloid precursor protein (APP)) (column 13, line 62 to column 15, line 20; and column 16, 
line 1 to column 17, line 17). These candidate agents are disclosed as being from compound 
libraries, combinatorial libraries, natural product libraries, small molecules, biomolecules, and 
peptides (instant claims 8-15)(column 16, lines 19-58). Labeled antibodies may be used to 
quantify amyloid proteins in neurite plaques or cells (instant claims 42-43) (column 16, line 59 
to column 17, line 17). Allosteric effectors of APP would be identified by the prior art methods 
as inherently as other inhibitors would be identified by the prior art methods (the process steps 
of the screening assay are capable of identifying a broad genus of inhibitors). 

Applicant's arguments filed 10/6/08 have been fully considered but they are not 
persuasive. Since the prior art method is identical to the claimed method in terms of its 
individual process steps, Applicant does not explain in his arguments why the prior art method 
is not enabled for identifying allosteric inhibitors, (as an inhibitor in general, which is what the 
claimed method can also do, but neither the claimed method or the prior art is enabled to 
identify allosteric inhibitors in comparison to other types of inhibitors - see 112, 1st paragraph 
rejection set forth above) while Applicant argues that the claimed method somehow is enabled 
to specifically identify allosteric inhibitors, which contradicts Applicant's own specification. 
Applicant argues that Mucke does not meet the limitation of identifying an allosteric inhibitor, 
but offers no scientific reasoning or evidence to back up this assertion, therefore, the assertion 
is unsupported. 
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7. Claims 1-7, 36-39, and 46 are rejected under 35 U.S.C. 102(e) as being anticipated by 
Gurney et al. (US 6,440,698 B1; IDS reference AH (filed 9/25/07); "Gurney") for reasons of 
record and the following. Gurney discloses methods for identifying inhibitors of an enzyme that 
cleaves the B-secretase cleavable site (instant claims 3-4) of amyloid precursor protein (APP) 
from an animal host cell that expresses APP and B-secretase and measuring the release of 
amyloid beta-peptide (AB) into the culture medium and accumulation of C-terminal fragments 
(CTF99) in cell lysates (instant claim 2)(column 10, lines 31-59). AB1-42 peptide is a form of 
AB peptide disclosed as being particularly amyloidogenic and thus very important in 
Alzheimer's Disease (AD) (instant claims 5-7) (column 1, line 42 to column 2, line 24). Gurney 
also teaches recombinant animal isolated host cells (instant claims 36-38) used in the instant 
methods (column 7, lines 28-46 and column 36, lines 14-21), and the use of a flow sorter 
(instant claim 46) (column 35, line 7 to column 36, line 45) and carrying out the method with 
living cells in a culture medium (instant claim 39) (column 10, lines 30-59). Allosteric effectors 
of APP would be identified by the prior art methods as inherently as other inhibitors would be 
identified by the prior art methods (the process steps of the screening assay are capable of 
identifying a broad genus of inhibitors). 

Applicant's arguments filed 10/6/08 have been fully considered but they are not 
persuasive. Since the prior art method is identical to the claimed method in terms of its 
individual process steps, Applicant does not explain in his arguments why the prior art method 
is not enabled for identifying allosteric inhibitors, (as an inhibitor in general, which is what the 
claimed method can also do, but neither the claimed method or the prior art is enabled to 
identify allosteric inhibitors in comparison to other types of inhibitors - see 112, 1st paragraph 



Application/Control Number: 10/533,844 Page 6 

Art Unit: 1649 

rejection set forth above) while Applicant argues that the claimed method somehow is enabled 
to specifically identify allosteric inhibitors, which contradicts Applicant's own specification. 
Applicant argues that Gurney does not meet the limitation of identifying an allosteric inhibitor, 
but offers no scientific reasoning or evidence to back up this assertion, therefore, the assertion 
is unsupported. 

8. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a 
person having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived 
by the manner in which the invention was made. 

9. This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent 
any evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point 
out the inventor and invention dates of each claim that was not commonly owned at the time a 
later invention was made in order for the examiner to consider the applicability of 35 
U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

10. Claims 1, 13-17, 19-21, 29, and 33-35 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Gurney in view of Nolan (US 2002/0127564, IDS reference Al (filed 
9/25/07); "Nolan") for reasons of record and the following. The teachings of Gurney are as set 
forth in 1J7 above. Gurney does not teach a method of identifying peptide agents/inhibitors 
wherein the peptide is encoded by oligonucleotides of about 18 to about 120 nucleotides or of 
about 36 to about 60 nucleotides. Nolan teaches methods for identifying bioactive agents from 
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translation products (instant claims 13-15) ranging from about 4 amino acids in length 
(equivalent to about 12 nucleotides) to about 100 amino acids in length (equivalent to about 
300 nucleotides). Especially preferred embodiments are about 18 to about 60 nucleotides in 
length (instant claims 16-17) (page 2, paragraphs [0025-0026]). Said nucleotide sequences of 
Nolan can be from expression libraries comprising randomized expression products, and 
include a fusion presentation partner (instant claims 19-20 and 29) (page 2, paragraphs [0026- 
0028]). Furthermore, this fusion protein can comprise marker epitopes such as polyhistidine 
and myc (instant claims 33-34) (page 5, paragraph [0035]) or a membrane anchoring 
glycophosphatidylinositol (GPI) (instant claim 35) (page 4, paragraph [0045]). It would have 
been obvious at the time the invention was made for one of ordinary skill in the art to use the 
methods of Gurney for screening of inhibitors of an enzyme that cleaves the (3-secretase 
cleavable site of APP from an animal host cell that expresses APP and by using the encoded 
peptides with sequence length as suggested by Nolan because Nolan discloses that small 
peptides (that is, peptides encoded by about 18 to about 60 nucleotides in length) can be 
conformationally constrained into "presentation structures" which "will benefit both the later 
generation of pharmaceuticals and will also likely lead to higher affinity interactions with the 
peptide with the target protein" ([page 2, paragraph [0029]); the target protein, being in the 
instant case, B-secretase. Furthermore, it would also be obvious to try to use expression 
libraries that are pre-enriched for oligonucleotides encoding peptides that specifically bind to 
APP because the aim of the teachings of Gurney is to find inhibitors of APP processing in 
order to treat AD, and peptides that bind to APP would have the capability of interfering with 
the binding of B-secretase to APP and block the enzyme from cleaving the APP substrate. The 
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advantage of small peptides that Nolan teaches renders instant claims 1, 13-17, 19-21, 29, 
and 33-35 prima facie obvious in conjunction with Gurney. 

Applicant's arguments filed 10/6/08 have been fully considered but they are not 
persuasive. Applicant does not explain in his arguments why the combination of prior art 
methods are not enabled for identifying allosteric inhibitors, (as an inhibitor in general, which is 
what the claimed method can also do, but neither the claimed method or the prior art is 
enabled to identify allosteric inhibitors in comparison to other types of inhibitors - see 112, 1st 
paragraph rejection set forth above) while Applicant argues that the claimed method somehow 
is enabled to specifically identify allosteric inhibitors, which contradicts Applicant's own 
specification. Applicant argues that the combination of references does not meet the limitation 
of identifying an allosteric inhibitor, but offers no scientific reasoning or evidence to back up 
this assertion, therefore, the assertion is unsupported. 

11. Claims 1, 13-15 and 29-30 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Gurney in view of Nolan (US 2002/0127564, "Nolan") and further in view of Poncet et al. 
(IDS reference BR (filed 9/25/07); "Poncet") for reasons of record and the following. The 
teachings of Gurney and Nolan are as set forth in 1|7 and 1J10 above, respectively. Additionally, 
Nolan teaches membrane anchoring sequences such as the glycosylphosphatidylinositol (GPI) 
anchor (page 4, paragraph [0045]), which can be used to target particular peptides to the cell 
membrane so that the target peptides can interact with other membrane proteins. Nolan does 
not teach the specific CD24 presentation molecule which has a GPI anchor. Poncet teaches 
the CD24 presentation molecule, including its GPI anchor, and Poncet further discloses that 
CD24 is expressed by human brain neurons. It would have been obvious at the time the 



Application/Control Number: 10/533,844 Page 9 

Art Unit: 1649 

invention was made for one of ordinary skill in the art to use the methods of Gurney and Nolan 
for screening of inhibitors of an enzyme that cleaves the IDS reference AD (filed 9/25/07);- 
secretase cleavable site of APP from a host cell that expresses APP and B-secretase by using 
the CD24 presentation molecule as taught by Poncet because the APP/B-secretase interaction 
occurs at the cell membrane and Nolan discloses that GPI anchors are useful for targeting 
proteins to the cell membrane and Poncet discloses that human brain neurons normally 
express CD24 during their development and that CD24 comprises a GPI anchor. Absent 
evidence to the contrary, it would have been obvious to select CD24 as a GPI anchor 
presentation molecule because the invention is drawn to screening therapeutic agents for AD 
which only occurs in humans and CD24 is a naturally occurring GPI anchor in human neurons. 

Applicant's arguments filed 10/6/08 have been fully considered but they are not 
persuasive. Applicant does not explain in his arguments why the combination of prior art 
methods are not enabled for identifying allosteric inhibitors, (as an inhibitor in general, which is 
what the claimed method can also do, but neither the claimed method or the prior art is 
enabled to identify allosteric inhibitors in comparison to other types of inhibitors - see 112, 1st 
paragraph rejection set forth above) while Applicant argues that the claimed method somehow 
is enabled to specifically identify allosteric inhibitors, which contradicts Applicant's own 
specification. Applicant argues that the combination of references does not meet the limitation 
of identifying an allosteric inhibitor, but offers no scientific reasoning or evidence to back up 
this assertion, therefore, the assertion is unsupported. 

12. Claims 1 and 39-41 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Gurney and Nolan as applied to claims 1, 13-17, 19-21, 29, and 33-35 above, and further in 
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view of Mazur-Kolecka et al. (IDS reference BJ (filed 9/25/07); "Mazur-Kolecka") for reasons of 
record and the following. Gurney and Nolan do not teach methods using blood serum or CSF. 
Mazur-Kolecka does teach methods of studying 3-amyloid processing and deposition using 
both serum and CSF and Mazur-Kolecka discloses the differential effects of each on the assay 
methods. It would have been obvious at the time the invention was made for one of ordinary 
skill in the art to use the methods of Gurney and Nolan for screening of inhibitors of an enzyme 
that cleaves the 3-secretase cleavable site of APP from an animal host cell that expresses 
APP and 3-secretase by also including the use of serum or CSF in the assay system because 
Mazur-Kolecka discloses that the presence of serum can worsen the disease process while 
the presence of CSF can lessen the disease process of 3-amyloid processing and deposition. 
Because such information would be relevant for the clinical development of therapeutic agents, 
the teachings of Mazur-Kolecka render the instant claims prima facie obvious. 

Applicant's arguments filed 10/6/08 have been fully considered but they are not 
persuasive. Applicant does not explain in his arguments why the combination of prior art 
methods are not enabled for identifying allosteric inhibitors, (as an inhibitor in general, which is 
what the claimed method can also do, but neither the claimed method or the prior art is 
enabled to identify allosteric inhibitors in comparison to other types of inhibitors - see 112, 1st 
paragraph rejection set forth above) while Applicant argues that the claimed method somehow 
is enabled to specifically identify allosteric inhibitors, which contradicts Applicant's own 
specification. Applicant argues that the combination of references does not meet the limitation 
of identifying an allosteric inhibitor, but offers no scientific reasoning or evidence to back up 
this assertion, therefore, the assertion is unsupported. 
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13. Claims 1-2 and 42-44 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Gurney in view of Mucke for reasons of record and the following. The teachings of Gurney and 
Mucke are as set forth in Tf7 and 1f6 above, respectively. Additionally, Gurney teaches methods 
using at least two different antibodies for at least two different epitopes of APP and generating 
standard curves for quantifying amyloid peptides from cell culture supernatants (column 35, 
line 7 to column 36, line 45). Gurney does not teach double antibody methods involving the cell 
surface. Mucke does teach quantifying amyloid peptides by using antibodies at the cell surface 
(column 1 6, line 59 to column 1 7, line 1 7). It would have been obvious at the time the invention 
was made for one of ordinary skill in the art to use the methods of Gurney for screening of 
inhibitors of an enzyme that cleaves the B-secretase cleavable site of APP from an animal host 
cell that expresses APP and B-secretase with double antibodies for different epitopes at the 
cell surface as taught by Mucke in order for Gurney to confirm and correlate the various 
amounts and ratios of different APP products (such as AB1-40 and AB1-42, see Tables 2, 3, 
3B, and especially Table 4 (ratio of AB1-42/total AB)) that are produced in the assay system as 
a control to make sure the assay system is accurate, i.e. the amounts of soluble fragment 
released should correlate with the amount of APP fragments left behind in the cell membrane. 
Allosteric effectors of APP would be identified by the prior art methods as obviously as other 
inhibitors would be identified by the prior art methods (the process steps of the screening 
assay are capable of identifying a broad genus of inhibitors). 

Applicant's arguments filed 10/6/08 have been fully considered but they are not 
persuasive. Applicant does not explain in his arguments why the combination of prior art 
methods are not enabled for identifying allosteric inhibitors, (as an inhibitor in general, which is 
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what the claimed method can also do, but neither the claimed method or the prior art is 
enabled to identify allosteric inhibitors in comparison to other types of inhibitors - see 112, 1st 
paragraph rejection set forth above) while Applicant argues that the claimed method somehow 
is enabled to specifically identify allosteric inhibitors, which contradicts Applicant's own 
specification. Applicant argues that the combination of references does not meet the limitation 
of identifying an allosteric inhibitor, but offers no scientific reasoning or evidence to back up 
this assertion, therefore, the assertion is unsupported. 

14. No claim is allowed. 

15. Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

16. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Stephen Gucker whose telephone number is 571-272-0883. 
The examiner can normally be reached on Mondays through Fridays from 0930 to 1800. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey Stucker, can be reached at 571-272-0911. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

IS. G.I 

Examiner, Art Unit 1649 
Stephen Gucker 
January 22, 2009 

/Jeffrey Stucker/ 

Supervisory Patent Examiner, Art Unit 1649 



